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DETAILED ACTION 

Applicant's response received on 4/15/10 has been entered. Claims 1-3 are 
currently pending and under examination. An action on the merits follows. 

Those sections of Title 35, US code, not included in this action can be found in a 
previous office action. 

Claim Rejections - 35 USC § 103 

The rejection of claims 1-3 under 35 U.S.C. 103(a) as being unpatentable over 
Okabe et al. (1997) FEBS Lett., Vol. 467, 313-319, in view of WO 02/28188 Al (4/1/02), 
hereafter referred to as Kern, and Yang et al. (2002) PNAS, Vol. 99(6), 3824-3829, is 
maintained. Applicant's arguments have been fully considered but have not been found 
persuasive in overcoming the rejection for reasons of record as discussed in detail below. 

The applicant reiterates their arguments previously submitted against the 
teachings of Okabe et al. and Kern et al. In particular, the applicant argues that Kern et al. 
teaches inducible promoters and that while constitutive promoters are mentioned in the 
alternative, it is not expressly stated that these promoters provide expression in all tissues 
as recited in the instant claims. In addition, the applicant argues that Kern et al. doesn't 
teach the four step process recited in the instant claims for producing the mouse which 
applicants contend is necessary for a stable phenotype. 

In response, it is first noted that one cannot show nonobviousness by attacking 
references individually where the rejections are based on combinations of references. 
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See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 
F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). Okabe et al., the primary reference, was cited 
for teaching the production of a transgenic mouse comprising a transgene encoding GFP 
under control of the constitutive chicken beta-actin promoter (Okabe et al, page 313). 
Okabe et al. teaches that GFP was expressed in all tissues of the transgenic mouse with 
the exception of erythrocytes and hair (Okabe et al., page 313). Okabe et al. further 
teaches that the transgenic mice expressing GFP can be used as a model of tumorigenesis 
by implanting non-green tumor cells into the 'green mice' (Okabe et al, page 319, column 
2). Kern et al. was cited to supplement the teachings of Okabe et al., and Kern et al. 
specifically teaches the embodiment of a transgenic animal where a marker such as GPF 
is constitutively expressed (Kern et al., page 13, paragraph 1). It does not matter that 
Kern et al. also teaches to use an inducible promoter as a reference may be relied upon 
for all that it would have reasonably suggested to one having ordinary skill the art, 
including nonpreferred embodiments. Merck & Co. v. Biocr aft Laboratories, 874 F.2d 
804, 10 USPQ2d 1843 (Fed. Cir.), cert, denied, 493 U.S. 975 (1989). See also Celeritas 
Technologies Ltd. v. Rockwell International Corp., 150 F.3d 1354, 1361, 47 USPQ2d 
1516, 1522-23 (Fed. Cir. 1998). Disclosed examples and preferred embodiments do not 
constitute a teaching away from a broader disclosure or nonpreferred embodiments. In re 
Susi, 440 F.2d 442, 169 USPQ 423 (CCPA 1971). In addition, there is no requirement 
that Kern et al. teach that expression of a marker protein such as GFP using a constitutive 
promoter will result in expression of the transgene in all tissues except hair and 
erythrocytes since the primary reference, Okabe et al., supplies this teaching. 
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As for the steps used to product the transgenic mouse, it is again reiterated that the 
claims are product by process claims. The applicant is reminded that "[E]ven though 
product-by-process claims are limited by and defined by the process, determination of 
patentability is based on the product itself. The patentability of a product does not depend 
on its method of production. If the product in the product-by-process claim is the same as 
or obvious from a product of the prior art, the claim is unpatentable even though the prior 
product was made by a different process." In re Thorpe, 111 F.2d 695, 698, 227 USPQ 
964, 966 (Fed. Cir. 1985) (citations omitted). Second, the applicant is arguing limitations 
that are not present in the claims. The claims as written contain no limitations regarding 
the stability of the rodent as a final product or the stability of the rodents produced during 
any one of the breeding steps. Further, there is no evidence of record that the mouse 
product produced using four crossings as set forth in the claims is structurally different 
from that disclosed and suggested by Kern, using the Okabe et al. GFP transgenic mouse 
as a starting point. It has also been noted in previous office actions that Kern et al. 
specifically teaches methods of making a mouse as claimed by stably integrating the 
detectable gene into the chromosome of a mouse embryonic stem cell and using the 
embryonic cell to develop strains of homozygous mice having two copies of the 
integrated construct in every cell, and then breeding the mice with nu/nu mice to produce 
mice that are homozygous for the transgene and homozygous for immunodeficiency. As 
noted previously, the guidance provided by Kern is in fact more detailed than that 
provided by the instant specification for making transgenic mice. Thus, it is maintained 
that a skilled artisan reading both Okabe et al. and Kern et al. would find ample 
motivation to cross the GFP expressing mice of Okabe et al. with a nude mouse 
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according to the teachings of Kern et al. to produce an immunocompromised mouse 
which expresses GFP in all tissues expect hair and erythrocytes. 

The applicant further argues that Kern et al. teaches a different use for the 
transgenic mice than as a mouse model for tumor growth and metastasis and that Okabe 
et al, while teaching to implant non-green tumor cells into a green mouse, does not teach 
how this model would be used or why the green background would be helpful. In 
response, the claims, as noted above, are product claims, not method claims. Further, the 
claims as written do not recite any particular intended use, and even if they did, the 
applicant is reminded that the use of a product for a particular purpose is not afforded 
patentable weight in a product claim where the body of the claim does not depend on the 
preamble for completeness but, instead, the structural limitations are able to stand alone. 
The MPEP states that,"., in apparatus, article, and composition claims, intended use must 
result in a structural difference between the claimed invention and the prior art in order to 
patentably distinguish the claimed invention from the prior art." In re Casey, 152 USPQ 
235 (CCPA 1967); In re Otto , 136 USPQ 458, 459 (CCPA 1963)(MPEP 21 1 1.02). As 
set forth in the rejection of record, it is maintained that based on the motivation to 
implant a non-green tumor into GFP expressing transgenic mice provided by Okabe et 
al, and the teachings of Yang et al. that RFP expressing xenogenic tumors are readily 
detectable in nude mice and that dual-color imaging allows for the detection of both RFP 
and GFP expressing cells in the same mouse, it would have been prima facie obvious to 
the skilled artisan at the time of filing to implant an RFP expressing tumor xenograft into 
a GFP nude mouse with a reasonable expectation of success in both making the mouse as 
claimed and in visualizing both GFP and RFP expressing cells within the mouse. 
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In regards to the teachings of Yang et al., the applicant argues that Yang et al. 
only teaches dual color imaging in the context of separately implanted green and red 
tumors and does not suggest providing a green mouse as a backdrop to a red tumor. In 
response, Okabe et al. was cited for teaching to implant a non-green tumor into a green 
mouse. Yang et al. was cited for teaching that rat tumors cells transformed to express the 
gene for red fluorescent protein (RFP) can be transplanted into nude mice and are easily 
detectable (Yang et al, pages 3825, and 3827-3828). Yang et al. further teaches that both 
GFP and RFP expressing cells in a nude mouse can be visualized at the same time using 
dual color imaging (Yang et al., pages 3827-3829). Thus, the skilled artisan, having been 
provided the suggestion by Okabe et al. to implant a non-green tumor into a green mouse, 
and having been taught by Yang et al. that red expressing tumor cells can be transplanted 
into nude mice and differentially detected from green tissue in the form a second green 
tumor, would have found ample motivation to implant a red fluorescent protein 
expressing tumor as the non-green tumor into an immunocompromised green mouse as 
taught by Okabe et al. in view of Kern et al. 

Therefore, for the reasons set forth above, the rejection of record stands. 

The rejection of claims 1-3 under 35 U.S.C. 103(a) as being unpatentable over 
Okabe et al. (1997) FEBS Lett., Vol. 467, 313-319, in view of WO 02/28188 Al (4/1/02), 
hereafter referred to as Kern, and Verkhusha et al. (2001) J. Biol. Chem., Vol. 276(32), 
29621-29624, is maintained. Applicant's arguments have been fully considered but have 
not been found persuasive in overcoming the rejection for reasons of record as discussed 
in detail below. 
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The applicant has not provided separate arguments for this rejection with the 
exception of particular arguments directed to the teachings of Verkhusha et al. The 
arguments made against the teachings of Okabe et al. and Kern et al. have been addressed 
in detail above and have not been found persuasive. 

In regards to Verkhusha et al., the applicant argues that this reference is irrelevant 
to the instant invention as Verkhusha et al. teaches methods to judge the maturity of cells 
and tested the differential detection of GFP and mutant RFP in Drosophilia cells, not 
rodents as instantly claimed. In response, and as noted above, the claims are product 
claims, not method claim; and since the intended use for the claimed rodents disclosed in 
the specification does not result in a structural difference between the claimed invention 
and the prior art, it has no patentable weight. Further, Okabe et al. was cited for 
specifically teaching to implant a non-green tumor into a green mouse. Verkhusha et al. 
was cited for teaching a variant of RFP with increased fluorescence which can be used to 
label cells and which has improved properties for dual color imaging with GFP 
expressing cells (Verkhusha et al, pages 29621-29622). Thus, the skilled artisan, having 
been provided the suggestion by Okabe et al. to implant a non-green tumor into a green 
mouse, and having been taught by Verkhusha et al. that a variant of RFP can be used to 
label cells and differentially detected from GFP expressing cells, would have found 
ample motivation to implant a variant red fluorescent protein expressing tumor as the 
non-green tumor into an immunocompromised green mouse as taught by Okabe et al. in 
view of Kern et al. 

Therefore, for the reasons set forth above, the rejection of record stands. 
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No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication from the examiner should be directed 
to Anne Marie S. Wehbe, Ph.D., whose telephone number is (571) 272-0737. If the 
examiner is not available, the examiner's supervisor, Joseph Woitach, can be reached at 
(571) 272-0739. For all official communications, the technology center fax number is 
(571) 273-8300. Please note that all official communications and responses sent by fax 
must be directed to the technology center fax number. For informal, non-official 
communications only, the examiner's direct fax number is (571) 273-0737. For any 
inquiry of a general nature, please call (571) 272-0547. 

The applicant can also consult the USPTO's Patent Application Information 
Retrieval system (PAIR) on the internet for patent application status and history 
information, and for electronic images of applications. For questions or problems related 
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to PAIR, please call the USPTO Patent Electronic Business Center (Patent EBC) toll free 
at 1-866-217-9197. Representatives are available daily from 6am to midnight (EST). 
When calling please have your application serial number or patent number available. For 
all other customer support, please call the USPTO call center (UCC) at 1-800-786-9199. 



Dr. A.M.S. Wehbe 



/JLnne Marie S. 'Wehbe/ 
Primary Examiner, A.U. 1633 



